uptake, with mutation of EF hand 2 in MICU1 and EF hand 1 in MICU2 had more prominent effect.
] c require control of MCU channel function, which is in turn mediated by MICU1 and MICU2. The function of MICU1 is the subject of intense investigation [5] [6] [7] . In this issue of EMBO reports, Kamer and Mootha describe the function of MICU2 and its relation to MICU1 and MCU [8] .
MICU1 Molecular and genetic analysis of the components of MCU complex in cell physiology is now underway. The recent analysis of MCU knockout mice did surprisingly not reveal major effects on basal metabolism of the animals [9] . However, the MCU knockout mice are smaller and exhibit marked impairment in performing strenuous work. On the other hand, altered function of MICU1 is associated with disease states. Endothelial cells obtained from patients with cardiovascular disease have normal level of MCU but reduced level of MICU1 and increased MCU current [6] . Loss-of-function mutations in MICU1 are associated with brain and muscle disorders in humans [10] . In both cases, the mitochondria maintain high basal [Ca 2+ ] m and Ca 2+ uptake [6, 10] .
These findings point to alteration in MICU1 gating of MCU activity and thus uncontrolled mitochondrial Ca 2+ load as a primary mechanism by which cell stressors cause cell death. 
